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DETAILED ACTION 

Claims 1, 26 and 27 are pending and examined on the merits. 

Please note: The text of those sections of Title 35, U.S. Code not included in this 
action can be found in a prior Office action. 



This Office Action is in reply to Applicants' correspondence of 02/19/2009. 

Applicants' remarks and amendments have been fully and carefully considered 
but are not found to be sufficient to put the application in condition for allowance. Any 
new grounds of rejection presented in this Office Action are necessitated by Applicants' 
amendments. Any rejections or objections not reiterated herein have been withdrawn in 
light of the amendments to the claims or as discussed in this Office Action. 

This Action is made FINAL. 

Response to Remarks Concerning Priority 

1 . Applicants have reiterated their arguments (p.6-7 of Remarks) in traversal of the 
Examiner's finding that the effective filing date of claims specifically requiring 'a 
regulatory region of the gene' (i.e.: as recited in claim 1 and relevant to claim 27 which 
depends from claim 1 ) is 3/23/2004, the filing date of the US Application. The Examiner 
has set forth that the claims include the language of screening for a mutation in 'a 
regulatory region' of the SCN1A gene, where the priority document does not support 
such a specific limitation. Applicants have argued that the Priority Document (i.e. 
Australian application 2003901425, dated 03/27/2003) discloses methods for testing a 
patient for SCN1 A gene mutations, where the term 'gene' is believed to encompass 
both regulatory and non-regulatory regions. The Examiner maintains that the argument 
is not persuasive. While the generic term 'gene' may encompass different regions, 
portions, and sequence elements of the SCN1 A genetic locus, the recitation of the 
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generic term is not a basis for the specific recitation of any one particular element. 
There is no contemplation or specific recitation in the Priority Document to single out 'a 
regulatory region' for the generically taught SCN1 A gene. As such the Examiner 
maintains that because of the recitation of the required 'a regulatory region' in the 
claims, the effective filing date of the claims is the filing date of the US Application, 
which is 03/23/2004. 

It is noted that new claim 26 does not recite 'a regulatory region of the gene', and 
as such the aforementioned particular issue related to priority is not germane to claim 
26. 

Withdrawn Claim Rejections - 35 USC §112 2 nc/ U - indefiniteness 

2. The rejection of claims 4 and 21 under 35 U.S.C. 1 1 2, second paragraph, as set 
forth on pages 5-7 of the Office Action of 08/1 9/2008, is WITHDRAWN in light of the 
cancellation of claims 4 and 21 . 

Withdrawn Claim Rejections - 35 USC §112 1 st H - Written Description 

3. The rejection of claims 4 and 21 under 35 U.S.C. 1 12, first paragraph, as set 
forth on pages 7-1 Oof the Office Action of 08/19/2008, is WITHDRAWN in light of the 
cancellation of claims 4 and 21 . 



Withdrawn Claim Rejection - 35 USC §112 1 sf U - Scope of Enablement 
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4. The rejection of claims 1, 2, 4, 21, 24, and 25 under 35 U.S.C. 112, first 
paragraph as lacking enablement in the full scope of the claims, as set forth on pages 

1 0-1 7, is WITHDRAWN in light of the cancellation of claims and the amendments to the 
claims. 

New Claim Rejections - 35 USC § 112 2 nd U - Written Description, New Matter 

5. Claims 1 , 26 and 27 are rejected under 35 U.S.C. 1 1 2, first paragraph, as failing 
to comply with the written description requirement. The claim(s) contains subject matter 
which was not described in the specification in such a way as to reasonably convey to 
one skilled in the relevant art that the inventor(s), at the time the application was filed, 
had possession of the claimed invention. This is a new matter rejection. 

The amended claims of 02/19/2009 recite the limitations 'has previously been 
detected in a patient clinically diagnosed with SMEI and is therefore considered SMEI 
associated' (in regard to an identified mutation) and 'the patient is categorized as having 
a very high probability of having SMEI when the mutation is SMEI associated'. Thus the 
claims require a categorization of a 'very high probability' of having SMEI when a 
detected mutation has previously been identified in an SMEI patient, and encompass 
any mutation (i.e. any substitution, insertion, or deletion of nucleotides). In so far as the 
specification as originally filed contemplates different degrees of likelihood for a subject 
to have SMEI, the categorization of 'very high probability' is only disclosed in 
association with the detection of de novo mutations that are 'truncation mutations' or 
'result in a major disruption to the protein' (e.g.: Figure 1; p. 5 Ins. 26-30). However the 
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instant claims require establishing a 'very high probability' for any mutation that has 
previously been detected in an SMEI patient. As such the required limitations of the 
amended claims encompass new matter. 

Maintained Claim Rejections - 35 USC § 103 - Obviousness 
Newly Applied as Necessitated by Amendments to the Claims 

In the analysis of the claimed methods in view of the prior art it is noted that the 
methods have multiple steps which are conditional upon the results of previous steps of 
the claimed methods, as such these conditional steps are in fact optional given the 
specific results of performing the claimed method. For example, the limitations of the 
method as claimed in claim 1 are met by a method comprising screening for a mutation 
in the SCN1 A gene, identifying the mutation, and establishing that the patient has a very 
high probability of having SMEI when a mutation is found that has previously been 
detected in a patient clinically diagnosed with SMEI. This portion of the independent 
claim is rendered obvious by the prior art, where the prior art is replete with references 
that provide the same analysis of SCN1 A and SMEI patients as performed in the instant 
specification, and the prior art reaches the same conclusions as set forth in the 
specification, namely that certain de novo mutations in the SCN1 A gene are identified in 
patients with SMEI and are associated with SMEI. 

For example, in view of the teachings of Claes et al (as cited in the following 
rejection) it would be obvious for the skilled artisan to perform a method in which the 
SCN1A gene of a patient suspected of having SMEI is screened for a mutation by 
sequencing the gene (e.g.: relevant to step 1 of claim 1 ) and identification of the 
c.664C^T mutation (as disclosed in Table 2 of Claes et al as being a mutation in an 
SMEI patient) as a mutation that 'has previously been detected in a patient clinically 
diagnosed with SMEI and is therefore considered SMEI associated' results in a 
diagnosis of a very high probability of SMEI (relevant to part a of step 3 of claim 1 ). 
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Such a method, as rendered obvious by the teachings of Claes et al, satisfies the 
limitations of the rejected claims. 

6. The following is a quotation of 35 U.S.C. 1 03(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a 
person having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived 
by the manner in which the invention was made. 

7. Claims 1, 26, and 27 are rejected under 35 U.S.C. 103(a) as being unpatentable 
over Claes et al (2001 ). 

Claes et al teaches the analysis of mutations in the SCN1 A gene and the relation 
of the mutations to SMEI. 

Regarding claims 1 and 26, Claes et al teaches testing a patient sample for the 
existence of a mutation in the SCN1A gene (p.1329 - SCN1A mutation analysis), as 
required by step (1 ) of claims 1 and 26, and identifying the nature of the mutation as 
required by step (2) part (b) of claims 1 and 26(p. 1329 - Table 2). Relevant to step (3) 
and step (3)(a) of claims 1 and 26, the reference establishes that the particular 
mutations of Table 2 of the reference are detected in patients clinically diagnosed with 
SMEI, and thus are considered SMEI associated. Regarding the limitation of step (1 ) of 
claims 1 and 26, that the screening for the existence of an alteration is 'by sequencing 
the SCN1A gene', Claes et al teaches (p. 1328 - Mutation detection and molecular- 
genetic analysis) that exons of the SCN1A gene were sequenced. Consistent with the 



Application/Control Number: 10/806,899 Page 7 

Art Unit: 1634 

broadest reasonable interpretation of the requirement of 'sequencing the SCN1A gene', 
the sequence analysis of Claes et al is 'sequencing the SCN1 A gene'. 

Regarding claim 27, Claes et al teaches sequence analysis of the SCN1 A gene 
using an ABI 3700 automated sequencer (p. 1329, left col.), and that data was colleted 
and analyzed using ABI DAN sequence analysis software. The reference further 
demonstrates chromatograms (Fig 2) which indicate truncation mutations, where Claes 
et al teaches that 'in the majority of patients with SMEI, the mutation results in early 
termination of translation' (p. 1330, right col.). 

While Claes et al teaches the analysis of the SCN1 A gene in patients, Claes et al 
does not perse perform a method of determining the likelihood that a patient suspected 
of having SMEI does have SMEI. However, it would be obvious to incorporate the 
teachings and conclusions of Claes et al to create the likelihood determination methods 
of the instant claims. 

It would have been prima facie obvious to one of ordinary skill in the art at the 
time the invention was made to have used the explicit teachings of Claes et al to 
perform an analysis of a patient suspected of SMEI that meets the required limitations 
of the rejected claims. Given the teachings of Claes et al it would be obvious to screen 
for an alteration in the SCN1 A gene of a patient where upon the identification of any of 
the mutations of Table 2 of Claes et al, the skilled artisan would recognize such a 
mutation as an alteration that has been previously detected in a patient clinically 
diagnosed with SMEI and provide a determination that there is a very high probability 
that such a patient has SMEI. One would be motivated to perform a method of 
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determining the likelihood that a patient suspected of having SMEI does or does not 
have SMEI using the techniques and teachings of Claes et al based on the teaching of 
Claes et al that particular mutations in the SCN1A gene are indicative of SMEI (p. 1330 
-Discussion) where the skilled artisan would recognize the diagnostic properties of 
identifying such a mutation in a patient. 

Response to Remarks 
Applicants have traversed the rejection of claims under 35 USC 103 as obvious 
in view of the teachings of Cleas et al. Applicants' arguments (p.11-14 of Remarks) 
have been fully and carefully considered but are not found to be persuasive to withdraw 
the rejection. 

Applicants initially argue that (p.12-13 of Remarks) Claes et al does not teach or 
suggest ascertaining whether a detected mutation is SMEI associated or non-SMEl 
associated. The Examiner maintains that given the specific teachings of Claes et al 
with regard to particular mutations identified in SMEI patients, and the teachings of 
Claes et al that de novo mutations in SCN1 A are probably a major cause of SMEI and 
that the majority of patients with SMEI have mutations that result in early termination of 
translation, the skilled artisan would recognize, that the identification in a patient 
suspected of having SMEI of any of the particular mutations taught by Claes et al would 
lead to the conclusion that the patient suspected of having SMEI has a very high 
probability of having SMEI. The skilled artisan in possession of the teachings of Claes 
et al would recognize the particular mutations as taught by Claes et al as, relevant to 
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the limitations of the claims, mutations previously detected in patients clinically 
diagnosed with SMEI and thus consider the mutations SMEI associated. 

Applicants have argued that Claes et al does not teach that is an identified 
mutation is considered neither SMEI associated or non-SMEl associated, the next step 
is considering genetic data for the parents of the patient to determine if a mutation is de 
novo or inherited. This argument is not persuasive. The Examiner maintains that such 
a step is an optional step in the requirements of the claimed methods (i.e. the step is not 
performed when an SMEI associated mutation is identified). However, this step is in 
fact performed in the discovery analysis of Claes et al (e.g. p. 1 329-1 330 - Results), 
where the reference in fact indicates that de novo mutations are probably a major cause 
of SMEI. 

Applicants have argued that because the subjects of Claes et are were known to 
have SMEI, they would not have been classified based on their probability of having 
SMEI. This argument is not persuasive. In the instant rejection, the Examiner has 
maintained that the teachings of Claes et al renders obvious steps of the claimed 
methods; the rejection does not assert that Claes et al in fact classifies or categorizes 
SMEI probability, but that the skilled artisan with the teachings of Claes et al would 
arrive at the claimed methods of determining the likelihood that a patient suspected of 
having SMEI does or does not have SMEI. 

Finally, while Applicants argue that the observations of Claes et al regarding 7 
subjects known to have SMEI do not constitute an enabling reference to develop and 
carry out the claimed method, the Examiner maintains that the evidence of Claes et al 
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regarding SMEI associated SCN1A mutations is the same as that presented in the 
instant specification; both the cited prior art and the instant specification perform 
sequence analysis of individuals with SMEI to identify mutations in the SCN1 A gene 
and establish that de novo SCN1A mutations are a likely cause of SMEI. 
The rejection as set forth is MAINTAINED. 



Conclusion 

8. No claim is allowable. 

Applicant's amendment necessitated the new ground(s) of rejection presented in this Office 
action. Accordingly, THIS ACTION IS MADE FINAL. See MPEP § 706.07(a). Applicant is reminded of 
the extension of time policy as set forth in 37 CFR 1 .136(a). 

A shortened statutory period for reply to this final action is set to expire THREE MONTHS from 
the mailing date of this action. In the event a first reply is filed within TWO MONTHS of the mailing date 
of this final action and the advisory action is not mailed until after the end of the THREE-MONTH 
shortened statutory period, then the shortened statutory period will expire on the date the advisory action 
is mailed, and any extension fee pursuant to 37 CFR 1.136(a) will be calculated from the mailing date of 
the advisory action. In no event, however, will the statutory period for reply expire later than SIX 
MONTHS from the date of this final action. 

Any inquiry concerning this communication or earlier communications from the examiner should 
be directed to Stephen Kapushoc whose telephone number is 571-272-3312. The examiner can normally 
be reached on Monday through Friday, from 8am until 5pm. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's supervisor, 
James (Doug) Schultz can be reached at 571-272-0763. The fax phone number for the organization 
where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the Patent Application 
Information Retrieval (PAIR) system. Status information for published applications may be obtained from 
either Private PAIR or Public PAIR. Status information for unpublished applications is available through 
Private PAIR only. For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic Business Center (EBC) 
at 866-217-9197 (toll-free). 

Patent applicants with problems or questions regarding electronic images that can be viewed in 
the Patent Application Information Retrieval system (PAIR) can now contact the USPTO's Patent 
Electronic Business Center (Patent EBC) for assistance. Representatives are available to answer your 
questions daily from 6 am to midnight (EST). The toll free number is (866) 217-9197. When calling please 
have your application serial or patent number, the type of document you are having an image problem 
with, the number of pages and the specific nature of the problem. The Patent Electronic Business Center 
will notify applicants of the resolution of the problem within 5-7 business days. 

Applicants can also check PAIR to confirm that the problem has been corrected. The USPTO's 
Patent Electronic Business Center is a complete service center supporting all patent business on the 
Internet. The USPTO's PAIR system provides Internet-based access to patent application status and 
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history information. It also enables applicants to view the scanned images of their own application file 
folder(s) as well as general patent information available to the public. 

For all other customer support, please call the USPTO Call Center (UCC) at 800-786-9199. 

/Stephen Kapushoc/ 
Art Unit 1634 



